Abstract. Diffusion tensor imaging (DTI) detects microstructural changes of the cerebral white matter in Alzheimer's disease (AD). The use of DTI for the diagnosis of AD in a multicenter setting has not yet been investigated. We used voxel-based analysis of fractional anisotropy, mean diffusivity, and grey matter volumes from multimodal magnetic resonance imaging data of 137 AD patients and 143 healthy elderly controls collected across 9 different scanners. We compared different univariate analysis approaches to model the effect of scanner, including a linear model across all scans with a scanner covariate, a random effects model with scanner as a random variable as well as a voxel-based metaanalysis. We found significant reduction of fractional anisotropy and significant increase of mean diffusivity in core areas of AD pathology including corpus callosum, medial and lateral temporal lobes, as well as fornix, cingulate gyrus, precuneus, and prefrontal lobe white matter. Grey matter atrophy was most pronounced in medial and lateral temporal lobe as well as parietal and prefrontal association cortex. The effects of group were spatially more restricted with random effects modeling of scanner effects compared to simple pooled analysis. All three analysis approaches yielded similar accuracy of group separation in block-wise cross-validated logistic regression. Our results suggest similar effects of center on group separation based on different analysis approaches and confirm a typical pattern of cortical and subcortical microstructural changes in AD using a large multimodal multicenter data set. 
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INTRODUCTION

33
Magnetic resonance imaging (MRI) has frequently was provided by all subjects, or their representatives.
147
The study was approved by local ethics committees 148 at each of the participating centers, and has been con- The height threshold was set at p < 0.001, uncorrected for multiple comparisons. Peaks were defined to lay at least 7 voxels (10.5 mm) apart. Coordinates delineate a cluster and the peak T value (270 degrees of freedom) within the cluster in Talairach space [61]: x, the medial to lateral distance relative to midline (positive, right hemisphere); y, the anterior to posterior distance relative to the anterior commissure (positive, anterior); z, superior to inferior distance relative to the anterior commissure-posterior commissure line (positive, superior); WM, white matter; R/L, right/left; FLI, fasciculus longitudinalis inferior; FOF, fasciculus fronto-occipitalis.
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